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of dietarDear Editors,
We read the research of Chaganti et al.1 with great interest. We
believe this is a well-conducted nested caseecontrol study which
provided evidence that higher level of circulating vitamin C and E
did not have a protection effect against incident radiographic
knee OA, and it may be even associated with an increased risk of
knee OA. Such ﬁndings were quite impressive and totally over-
turned our conventional notions. We sincerely appreciated the
tremendous effort made by the authors for presenting this
extremely valuable outcome. However, there are also some worth-
while issues need to be explored.
First of all, in the third paragraph of the introduction, the au-
thors cited reference 12 to support their point of view that food fre-
quency questionnaires (FFQ) is a method prone to misclassiﬁcation
of micronutrient intake and dietary vitamin C intake data shows
great variability, and plasma levels may better reﬂect the long
term vitamin C status2. However, the study conducted by Brand
et al.2 is a randomized controlled trial which assessed the effect
of vitamin E for symptomatic knee osteoarthritis (OA). It is basically
unrelated to this point. Maybe the authors mistook reference 12 for
13, but anyway, this judgment appeared too subjective. In addition,
Tangney et al.3 (reference 13) concluded that FFQ provides reason-
ably valid estimates for vitamin C intakes, which covered both die-
tary intake and supplementation. There is actually no criticism.
Furthermore, the study conducted by Tangney et al.3 did not prove
that plasma levels may better reﬂect the long term vitamin C status
as the authors claimed.
On the other hand, the authors expressed their negative views
again on the use of FFQ to assess dietary vitamin intake, especially
for vitamin C in the third and ﬁfth paragraphs of the discussion
respectively. In the third paragraph, they stated that FFQ is a
method restricted by weak correlations with objective micronu-
trient biomarkers and misclassiﬁcation of nutrient intake, espe-
cially for vitamin C. However, according to the reference paper,
Dehghan et al.4 suggested that FFQ had a moderate relationship,
rather than a weak correlation, with plasma vitamin C. In addition,
this study is only a systematic review and meta-analysis assessing
the relationship between plasma vitamin C and vitamin C intake4,
which could not reach a conclusion that blood levels can betterternational. Published by Elsevier Lng-term circulating levels of vitamin C than assessments
y intake using food FFQ. This is contradictory with what
the authors suggested in the ﬁfth paragraph of the discussion.
Plenty of studies adopted FFQ to measure food or nutrition
intake, including lots of high quality studies5e7. As Tangney
et al.3 (reference 13) suggested, FFQ was a valid and reliable
method for evaluating nutrition intake if properly designed and
used, but the negative attitude of the authors with respect to
the use of FFQ might discourage subsequent researchers. On the
other hand, Fortmann et al.8 suggested that blood levels may
not fully reﬂect the nutritional status. Actually, the authors also
admitted that blood levels may not correlate strongly with anti-
oxidant levels in joint ﬂuid. Furthermore, plasma levels of
vitamin C and serum levels of vitamin E were only measured at
the baseline, so I am afraid it is difﬁcult to reﬂect the accurate
circulating levels during the 30 months of follow-up. Of course,
it can't be denied that blood levels may better reﬂect the instant
levels of micronutrients. In conclusion, both dietary intake and
blood level assessment have their respective advantages and
disadvantages.
Last but not the least, as a chronic joint disease, the authors did
not mention whether the 30 month follow-up is long enough to
detect the incidence of OA. Above all, we respect the contribution
of the authors andwe are pretty sure the results of the data analysis
are accurate.
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